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CPY - KYOU 

DC - A21 A96 B04 

DCR - [1] 90953 CL USE*; 94290 Cli USE; 95853 CL USE; 94306 CL USE; 705331 CL 
USE; 357837 CL USE; 94291 CL USE; 95854 CL USE; 94307 CL USE; 105172 
CL USE; 96855 CL USE; 108704 CL USE; 104714 CL U^E 1 

DR - 0971-U 1318-U 

DW - 200382 

IC - C09K15/08; A61K31/775; A61P35/00; A61P39/06; A61P43/00; C08G65/44; 

C08G8/20; C09K15/34- ' 
IN - KOBAYASHI S; KURISAWA G; TBI S; UYAMA H 
LNKA- 2003-250191 

M2 - [01] D013 D023 .D120 G015 G100 H4 H405 H421 H444 H8 Ml M113 M280 M320 

M412 M511 M520 M531 M540 M781 M904 M905 P610 P616 P633 P714 Q120 Q624? 
R04686-K R04686-T R04686-U 

- [02] D013 D023 D120 G015 G100 H4 H405 H421 H444 H8 Ml M113 M280 M320 
M412 M511 M520 M531 M540 M781 M904 M905 P610 P616 P633 P714 Q120 Q624; 
R19452-K R19452-T R19452-U ^ 

- [03] D013 D023 D120 G017 G100 H4 H405 H421 H444 H8 Ml M113 M280 M320 
M412 M511 M520 M531 M540 M781 M904 M905 P610 P616 P633 P714 Q120 Q624; 
RAOOTM-K RAOOTM-T RAOOTM-U 

- [04] D013 D023 D120 G017 G100 H4 H405 H421 H444 H8 Ml M113 M280 M320 
M412 M511 M520 M531 M540 M781 M904 M905 P610 P616 P633 P714 Q120 Q624; 
RAOOTN-K RAOOTN-T RAOOTN-U 

- [05] D013 D120 G015 G017 G100 H4 H402 H442 H5 H543 H8 JO JO II J2 J221 
Ml M113 M123 M136 M210 M211 M272 M283 M320 M412 M511 M520 M532 M540 
M781 M904 M905 P610 P616 P633 P714 Q120 Q624; RAAA9A-K RAAA9A-T 
RAAA9A-U - . 

- [06] D013 D023 D120 G015 G017 G100 H4 H405 H444 H8 JO J011 J2 J221 Ml 
M113 M123 M136 M280 M320 M412 M511 M520 M532 M540 M781 M904 M905 P610 
P616 P633 P714 Q120 Q624; RA37W9-K RA37W9-T RA37W9-U 

- [07] D013 D023 D120 GQ15 G017 G100 H4 H405 H444 H8 JO J011 J2 J221 Ml 
M113 M123 M136 M280 M320 Mj412 M511 M520 M532 M540 M781 M904 M905 P610 
P616 P633 P714 Q120 Q624; R13045-K R13045-T R13045-U 

- [08] D013 D023 D120 G017 G019 G100 H4 H405 H444 H8 JO J011 J2 J221 Ml 
M113 M123 M136 M280 M320 M412 M511 M520 M532 M540 M781 M904 M905 P610 
P616 P633 P714 Q120 Q624; R07947-K R07947-T R07947-U 

- [09] D012 D013 D016 D023 D120 G017 G019 G100 H4 H405 H444 H8 JO J011 
J2 J221 Ml Ml 13 M123 M136 M280 M320 M412 M511 M520 M532 M540 M781 M9Q4 
M905 P610 P616 P633 P714 Q120 Q624; R07947-K R07947-T R07947-U 

- [10] D014 D023 D120 G015 G100 H4 H404 H405 H421 H444 H8 J5 J521 J522 
L9 L960 Ml M113 M280 M320 M412 M511 M520 M531 M540 M781 M904 M905 M910 
P610 P616 P633 P714 Q120 Q624; R00971-K R00971-T R00971-U RA0055-K 
RA0055-T RA0055-U 
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- [113 D013 D023 0120 F012 F013 F014 F015 F016 F019 F123 F199 G015 G100 
H4 H405 H : 424 H442 H5 H522 H541 H8 J5 J521 K0 L8 L814 L817 L822 L831 MX 
M113 M125 M141 M210 M211 M240 M272 M281 M311 M321 M342 M373 M391 M412 
M511 M522 M531 M540 M781 M904 M905 M910 P610 P616 P633 P714 Q120 Q624; 
R01318-K R01318-T R01318-U 

- [12] DO 13 D019 DO 2 3 D029 D120 D199 G023 GO 3 6 G230 H4 H405 H422 H444 
H461 H8 J5 J561 Ml M115 M116 M280 M320 M412 M512 M520 M531 M540 M781 
M904 M905 P610 P616 P633 P714 Q120 Q624; R14561-K R14561-T R14561-U 

- [13] D013 D023 D120 G015 G100 H4 H405 H421 H444 H8 Ml M113 M280 M320 
M412 M511 M520 M531 M540 M781 M904 M905 P610 P616 P633 P714 Q120 Q624; 
RAOKVC-K RAOKVC-T RAOKVC-U 

MC - A12-W11L B04-A03 B06-A01 B14-D05D B14-H01 B14-L01 B14-L06 B14-S08 
PA - (KYOtT ) UNIV KYOTO 

PN - JP2003138258 A 20030514 DW200382 

PR - JP20010341791 20011107 ( 

XIC - C09K-015/08; AS IK- 031/775 ; A61P-035/00; A61P-039/06; A61P-043/00; 

C08G-065/44; C08G-008/20; C09K-015/34 
AB - NOVELTY : 

An antioxidant comprises polyphenol polymer. 

- ACTIVITY : 
Cytostatic. 

No test detail is given. 

- MECHANISM OF ACTION : 

Superoxide Dismutase Inhibitor; DNA Polymerase Stimulator. 
No test details are given. 

- USE : 

For providing antioxidant and cytostatic effect and for suppressing 
production of peroxylipids and also for suppressing DNA polymerase 
deactivation. 

- ADVANTAGE : 

The antioxidant has excellent cytostatic activity and effectively 
suppresses the formation of peroxylipids and prevents DNA polymerase 
deactivation. 

- POLYMERS : 

Preferred Composition: The polyphenol is a phenol having >= 3 phenolic 
hydroxy! groups , and has a flavonoid structure. The polyphenol, polymer 
is synthesized by poly condensation of polyphenol and aldehyde, or by 
the oxidative coupling of polyphenol. 

Preferred Components: The polyphenol is catechin, epicatechin, 
gallocatechin, epigallocatechin, catechin gallate, epicatechin 
gallate, gallocatechin gallate, epigallocatechin gallate, quercetin, 
hesperidin, theaflavin, procyanidin or leuco anthocyanidin . 

- EXAMPLE : 

Catechin (1.5 g) was added to methanol (15 ml) and phosphoric acid 
buffer (15 ml) to obtain a solution. Horse-radish peroxidase (5 mg) 
was added to the solution and 5% hydrogen peroxide solution (3.4 ml) 
was added at a speed of 1.7 ml/hour, stirred and after reacting for 24 
hours, insoluble polymers were "removed by centrifugation, and solvent 
of supernatant liquid was distilled and polymer (1.3 5 g) was isolated. 
INW - KOBAYASHI S; KURISAWA G; TEI S; UYAMA H 

IW - ANTIOXIDANT CYTOSTATIC ACTIVE USEFUL SUPPRESS FORMATION DNA POLYMERASE 
DEACTIVATE COMPRISE POLYPHENOL POLYMER . 
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IWW - ANTIOXIDANT CYTOSTATIC ACTIVE USEFUL SUPPRESS FORMATION DNA POLYMERASE 

DEACTIVATE COMPRISE POLYPHENOL POLYMER 
NC - 1 
NPN - 1 

OPD - 2001-11-07 

PAW - (KYOU ) UNIV KYOTO 

PD - 2003-05-14 

TI - Antioxidant having cytostatic activity and useful for suppressing 

formation of peroxylipids and DNA polymerase deactivation, comprising 
polyphenol polymer 
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(54) {jfc9H<Z>£!ftQ StKflSSI 

(57) 

7x7 -;HHT-J> -g>ii:&^®i:-t&. 



!<2) 003-1 3 8 258 ( P 2 0 0 3 — 1 3 8 2 5 8 A ) 



1 1 ;Ky 7x7-/uMi^£^1-&<lk5: 

: [ r$jb 2 3 ^'J7x;- /w>* 7x; - /us ymm £ 
&m i tsa^tmim. 

KflftL 

[»*3I4 ] ^ »J 7 x y y 7 x J -)V 

& nrasm— 3 ^«ot^*<i*» i ^(ce«^jfiBMiapj.- . 
[»3cJB 5 ] ^1)7 xy-;H^WJ 7 x y 
^BKt* v7°U y^tci i t fcwak-r* 

tmm- 3 jb*h *tfh> i mzim^tmitm. 
*y. #u#T-*y. xwp^f^y, #f-*y#u 

> N f777b'y, rpy7^y>, n^nryhi/T 
[00 0 1 ] 

Wlctfr*:', ;i/f y^7 xy-;i^tt7)«S^f 
WJ7x y-/UK*ftS:**t'-6 - k ^ & 

[0002] 

Sk JllLJEftTflUB. E«*W±. ffr«#£ft±. MftftK 

k *c J: 0 . «IBT<O^Bm*HS4HFsK »J 7 x y-/U J 
[0003] 3QKH«q5rr* ^ u 7 x y -/nwctt*» 
x^huir* ym<n&ft=?m# y 7 x y -/^i^ ut 

i.e. FoodChem. 45. 1 04 5 (1997) 



|, i/:, FEMS "Microbiol ogyLet 
ters. 143. 35 (1 9 9 6) fc:J & fc^U** 

J: 0 . W&Jg. 5 JJIT^* y rfv-#»4>*lT . 
[0004] 

x7-;^fi^o«J§SSf^SliTJ)0. «4>jWc8 

[000 5] flMr>«tt?)ft*. jSBMblS* 

ftffiS^Tt&sK'J 7 x y-/H0»&ftS:«tt't*<r fc £ 
BWk+*. 
[0006] 

izm-itz. 

[ooo7] *WR<?>w®im\$. #y 7 xy-;n^ 

[0008] ^jeWOtfiaMtffJOjffi Uv^BBBIKtcfe 
V*T . - si? y 7 x 7 -A'** 7x7 - /Ht tKKS £ H^W± 
^rr4 7xy-;Hi-Cfc*ik«:Wak't&."- 

[0009] *5KB<ostKflaB^a u^mtmmz& 

UT, CT7xy-M77^V^ K«SS:*LT^4 
^k£1t©k-f&> 

[0010] *^c06^CTJ^ff i Uvv|8lBB«tc*3 

v . /Ky 7x7 -jum&mfrtf y 7 x 7 — >u k r ;ur 

t Kco^^CwJ: "J«*8ii6ik«:««k"*-*. 

[0011] *«HBOfitBMiaPJO»a U J 4mMBC& 
. ■ y 7 x 7 -;^-&*3^jK y 7 x 7 - ;wo«Mb& 
vryy^tciO^ASftftiktrWaki-*. 

[0012] #«Wcoa»MCTJO#4 Lv*WB«^*5 

n^t^y, xwn^r^y, ^/f^y^>- x 

^T-^y^v-h, ?x/u-fe^-y. ^x^y^y. f7 
7^t*y. rnyrxyy, p^ryh^T-^y^ 
fc*6**fc»R&ft*^*< k tl«"C*iifc 
<SkT^. 
[0013] 

[^^i^i) *^0Btcfflv^# , y7x7-/u 

fcsSW*A,^)7l€*tt## k v ^ .Rj{S*» ^7x7 

y7xy-;uto*iW!kUTt±. #7^y. it^f^ 
y. ^'n^f^y, xwn^f^y, 

xh^f^y^-bs ^n^x^y^u-> s x 
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[0014] 4fc. £$>M 7 U >y F^O^UfitSMbtt 

[00 15] ^'J 7 x y-;^Mft(ir/l^f t F ^ 

[00 16] ft. r/Urb Ftcomm&ltZX&tfVy 
T/Uxb F«i, ^'J7xy-;^i:RE.tl)^OTj)il-' 

bF. 2-^h^y^yX7^fth\ 3-^ry^> 

XT^ftK, p-y'7x^7/l/ft F\ ^ohyr 
tFSrO. 1-1 000/7^Kitfflv^CJ:#ff 

[00 17] ^'J7x/H^7^ft KC0«t*OK 



Hfcl ] 




[0018] ^'J7xy-;^7^ftF^li^T' 
tit. RK^^J;<B^^^^KM^2rJPiT^fi: 

BLBL iSBL h>j7Wn,fL/-h, F^xyx/U 
-7U-1 gJCSLT. ZtiknmmZO. 0 1mg-l 



[ o o i 9 ] sjfU 7x y-yut r^ft F^lSS^rtcffl 
v^MtUit ^'J7xy-;^7^ftb'i:tt!l 

;k i^-/K N, N-i/^f;^y^7$K, N, 
N-$^?-/l/7Mr F7£ F\ ^>-f-;^;U*^r^Ks N 

f h7th'D77y, yxf;i/X-f^, F 
;ux>\ <y^fy, IKS** ffiM ««BW## 
tf^n-g>. WHK«:ffl^6«*tipH2— 1 20)Wfflifi 

[0020] mzwttt* vTV yMzx&tfvy*;- 
/«**Cov^lB!ti . IWL# *y r »J y ^fc J: 4 sic 

$«:^W0^'J7xy -/UfiHrft £ % h Z. t ifiV 
[0021] -sjcy 7 x y-;uo!tffc# -y r u yfx-mm 

^-Hr ifcU/^M"* is?— L\\ Mtibmt L 
7xy?-*\ y fe\ b^J/Uh'y**^— 

ill)^ 'y#~fe\ Pyricularia, Pleur. 
otus. Pycnoporus. Polystict 
us, Mycel optho'ra, Neurospor 

ycnoporus. Myce l.opthor al^7 

.£*tLT0. 00 lmg-1 Og, #4L<iiO. 00 
5mg-5g, SfefcJJiKttO. 01mg-3gt 

[0022] &v 7x y-/uolgfl:# * 7 C| J y^z-rnm 

tip H 2-1 2C0KH*«a4L^. ^#?S^M^kLT 
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X. *?S~JU. X?/-;K 2,2, 

nx;;-/k N, N-y^f;^A7$ h\ N. N 

- ^> ^VT+l h 7 a K , x> fvkxn^^r x H\ N - 

U^^ s 1, 4-i?***r>. 7Mrh>\ ^^/UX^/P 

JSP 4 L<140-. 0 1 : 9 9. 9 9-9 0 : 
1 0. HtCffSL<lil : 9 9-80 : 2 0^81^1 
4U*. 

[00 24] Rjfcffijgte, »«*W3&cpffitt<bb s flrv« 
S*giU\ #4L<ii-20-l 0 0r<O£SHT'J> 
0 . . J: D Jff 4 t < ' »4 0 — 6 0 •C£>tEHT & -5) • ^JfoSJg 
jWS^*&14s HftfcBWttifci^S*** WL^mmz 

[00 2 5] ±R«^EIt?fcJ:oT#4>*LftsKi; 7x> 

ft* 7 r y y/c J: 6 tOTfcot 1 5 o o*»fe 1 , o 

oo, ooo<D&mt^&ztt^mx*$>$>. 

[00 26] *ftmz&\^»btih#vy*s->i'-SL 

[0027] 

immm ariz. xmitmtmizj: r>vmaamr 

[0028] HSfeffl 1 



[00 30] HJfe#J2 

<o> * 1 5 S U »J 7 wuoy >-$&g«?g£ Jn;i 

T*S£iWRLfc. 0 . 7^J'J7 WUO? 

2 4 b$EJSl tfcW*Sr J: ^TWL. .0 . 

^^Sls 3 0 0 0. iffl^li 5 . 0 T'ft o fc; 



^v-n^ i 5 s y y 7 h)i>cov y^MffiMZtutx 

'ft*S*3 . 4 S "J y -x 1 . 7 s y »J' 7 Wk/B# 
H^aLKrigTLTt. RJiBBM&*»fe2 4B9ia«, ^Stt 

1. 3 5^^^co^y v-S:»fc («B1> o f#4>*ifc 
tK»J ^-«0l»*#?*r44 1 0 0 ,-fl^*£*6 . 6 
*Tr*V^>«*«rr*4ifcU. uv s IR 

IR (KBr, cur*) 3400 (br, O-HcOffiHSffilfc) . 1620, 158 
0 (s, 5?#M^^.«SliS). 1250, 1140, 1110, 107 
0(m. 7i7Hk X— x;l>OCHDfaS§|gI!j) . 
UV (A max (pH10.77to£?S) ) 410nm (5?§i£&*<7)n 

[00 29] (XWt-3j-^5/K?H*IB (SOD«g 

14) *>tftw ) ^tyfyAtyf^^y^-^lt 

L/C, SODHStttWeLfc. ^rj^-t/W: 

3 s y y v Muoy ySBKWta. ^y^-y < 1 s y 

/5A/m 1 ) 1007>f;.n'j7Wkf h^n-^ 
C { 3. 9 5 y^7Vm 1 ) 1007^D>J 7 b 
/K 0. 5?<f;n/7A/li'J'j7hWJ7x 

y-^S-g-ffe^i 0 07On'j 7 wuSrJn*.. 

( 0 . 6 5 'J ^ A/m 1 ) 1 0 0 V>f ? n »J 7 

Jnifctt. 5 5 0 n mO«btflBCftS:a*Wfc:«SL 
fc. ffiKfttt (%) J4«Ttf«J: <3#ftfc. 
[*H1 



x 1 0 0 



[ 0.0 3 1 ] HJSM3 

(^'j7-^-3 ) 5 0^jy7h;H"X77X3 

id, /u^-ySro. 2/7AEI losyyvw^ 
* j ->vt 1 d s y y y Y)v<r>mmmWL ( p h 5 ) s- 

JP;lT»»£WRUt. 0. 02Sy»j7biW)?7* 
0. 1 5^7AWy v-S:*^: (WH 

3 ) . ^fenfcsKyv-^R^^H 1 *^? ioo,» 

(1 UV, iRWEfciOllBLfc. 



1 - : ; 
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IR (KBr, cnr i) 3400 (br, O-mfaffiffiW)) ; 1650 (s, 
*;Lrf^/l<£o#iKffl). 1610, 1500 (s, 

1200, 1070 (m, 7x;~ik X-r* 

UV ( Amax (^g/fc) ) 250, 350nm (JfSft**^* 
[00 3 2]SB««4 

200$ , J>j7h^tX77X3 
1. 4 5^i^#'r*>'S:^ , 9. 4. 15'J'Jy 
b!l><7)Wm. 12S>J'J7 hi^x^/-/k 9 0 ^ y 

4. 5 5 U U v h;^9 0%7th7^ft KSSSrJD 

*ll-»WiWt«lkR»«clfv\ l. 5 6mo 
^'J7-^ (ICR4) • sK-U^-^ftTi&fl^JUi 
9 50 0, iffiMiil. 6Tftote. J^UV-^Oflt 

£5ltgL*:. 

»H NMR (DMSO-dg , ppm) 1.1-1.9 (br, CH 3 ), 2.3-3.2 (b 
r, H-4), 2.8-3.2 (br,H-3), 4.0-4.6 (br, H-2. CH) , 
6.5-7.2 0nH-2\ H-5' , H-6') 

13C NMR(DMS0-d 6 , ppm) 18-22 (m, CH 3 ). 26-31 (m, C- 
4). 41 (s, CH), 69-71 (m, C-3), 85-87 <m; C-2) , 105 
-107 (m, C-4a); 111-113, 117-118 (m, C-6, C-8) , 11 
8-119 (m, C-2', C-5'), 121-123 (n, C-6'), 131-134 
(m, C-l'), 147-148 (m, C-3', C-4'). 152-157 (m, C- 

5, C-7, C8a) 

[0033] mmm5 

.(^'j7-M~5)7th7;l/fhK^0. 28 ^ V 
t LfcJ^^y^^jft-3kH«o«t«^ff--3fc. 

y v-^RT^^Jitt i9oo. ttMtomt i . 7 

[0 0 34] Seffifi?lJ6 

(^yv-M- 6 ) x^y-;^90 $ y >J >y h/k 
IRS* Sri 25'J 'JyWk T-fc hT/U-f b K*0 . 2 

8 $ y y ^ hti-m^wuztfv^Sfc- stmmn 

(KH6) . ^'Jv-COW^7K840, ^fi 
4MM41 . 9T-S>o7^. 
(tK'J ) 20 0 $';y7h/UfX7 7^3 



r, i 2 $ y y -y y}V<r>3L$ 9 y >y 

4 & ZMIX SrDlSSL 

fc. ;<?)lii: i4. 5 s y y -y h/Kor* hr/urt 

F*ln*.3 5X:V4 8#TminL?z. RJfifcTtlL SfcK 
HfSriS^JitCi-oTEIJRL. 0. 34^7AWJ7 
(W»7) o *yv-*» 3 PJWfflK42 8Q 
0 0. #^S#7fif43. 5T*-)fc, tSlMfcttS»ISW 
1 1 m rffl^ti^. 
[003 5] (KR0I2) (Jfll*rtftJWBOtfl*^«j 
W) 

w-htc:60000ffiiJS5iU^. ^fi^JPHIutc. dulbecc 

0' S MODIFIED EAGLE' S MEDIUM (DMEM)T'$QSB$rS:# L 
fcSL IOOacM (±ao5B»«tc|E3ttSixT^&4dtc 

ts 37 > CT1B$F£M **>BL 7'J- 

5^*/l«l*WJ"C*62, 2-7/t^(2-7 5 y7rny\' 
>)ZfflKffi(AAPH)^20inM^^S±9tCJSaPL. 
£37 C CT24B#[1H y^-jr^- h Lfc. >f y^ri^-> 
■1*. ^x;u4W«&§rBX0K5§> 7777'^-^10%t 
ORPMI^jaSr200V^f h;UJn;c. 37°CT'4^ra-f 

570-t- y > - h ;U fc 600-f y ^ - h JMWtJfc £ 8S^ U 
jn^Amm^trmi»MLt:. K*M&*£l22fc:5* 

4 )'(4*x^>-fcra*25&v^^ta^Lb<7)fflte±ff* 

[0036] 

*JHHK:J:*fc. *y 7xy-/u*T;u 
ft Kat OMteifcttBHI*^* d fc £ 4 0 . fit 

Rflsffffi £3rr & * y &zt tfv* h . ^ 

-So 

[HraO@#^^] 

LB 1 ] *KW<OiS:»MkttSr*-r . 

[ H 2 ] IfrtS«^f SrP^^ Z t iz X h # 
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(5i)int.a.? mm& FI . 

C0 8G 8/20. C08G 8/20 Z 

65/44 65/44 
C0 9K 15/34 C0 9K 15/34 

(72)f£B#& /N* F^-A(#^-) 4C086 AA01 AA02 FA02 MA01 MA04 • 

immimib\kmmm$k%?3- 2 -3II NA14 ZB21 ZB26 ZC02 ZC33 

ZC37 
4H025 M84 AC01 
4J005 AA26 BAOO BB01 
4J033 CA02 CA05 CA13 CA14 CB02 
HA02 



